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^-i^ : 1/ 



m^m 1 1 

2 1 

Ilt^:® 3 ] 
3 triB«o:^feo 

[W^:® 5 1 

^-f yn^i^^^, ^(Dyy^fji > htrz^i'irtlh<Dm^m^m^^zm^'^t^i^X^^ i> 
[fff*:S 6 1 

mim 7 1 
[ft *a 8 ] 

[lt^«9l 

1 ~ 8 v>-f 1 :®ic|Bmo:ISri*o 
[If*3gl0l 

■t -5 O-e* -5 11^3® 9 IB® O:6rfeo 
1 1 1 

y ^fu^^^-yn-j^ir;^ y hiiK SS3ni^(^iB^j#-^ 8 ~ i g-e^^tv-sr 5 ^msB^J 

o 

im^m 1 2 1 

m^mmmm-M^xff^^m^mimm<o:fjmx^-^x. 

(a) J&#ia*&I^O«Bliai$i:«Blja^3gffl#*i-lci5ft'51&OT«t<^Jt^*». 1 c e 1 1 s 

/cm^ -5X10^ c e 1 1 s/cm^ T'*^. isXVXtfzit 

( b) ^#g§S&^0:^fliiFt30iiffllfeOiftig;6*. Icells/ml-SXlO^cells 
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^--J : 2/E 



im-^m 1 3 ] 

o 

[tmm 14] 
im^m 1 5 1 

im^m. 1 6 J 

oifii?t:fe J: (y?jlli^OiS&-g';rfi:5« 0-5 set -SiSflJia^Wtt'; 

181 
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^-v^: 1/ 



[0 0 0 11 
[0 0 0 2] 

•So 

[00031 

T«Ji. CD (Cluster Designati on) 4-^-:*-^;tb, ±1- 

, CD8 ±tc«B)i&^#ei4*^f-«B«&«S#1*TifflJia CTc ; «B)I&^ 

WttT ^'.'N'i^ (cytotoxic T lymphocyte) , ^7 - T^ffliat ^) 

^aJ!a^SrSiilLTfi!ta, l^*-r^O{C;S^)m^=&S#JSrm;^cL-CV>>5CTL{±, BBU 

-^^■f ^^^m.mM^-'^'k^ [MHC : t hJ^isv^Tfifc hfiM^H (HLA) t^^-t 

[0 0 0 4] 

b hftJUOU >^-?^*^P>BWfct-StfcIgtr?tLT#mfi<Ji:KJS-r*CTL«rfefli:^ ('f > 
If hn, i n vitro) xmmLfz^k. L < figlS^^f ^T. V >^n-^^4i2;:^^ 

[0 0 0 5] 

±130 J; ^ ^j:m^-^^mmzis\^^x. x^m^^^%^tzibf,zii-^miii.±<r>mmmi<^m 

[0 0 0 6] 

c T L <Din,m^m&}m^m^^mn:^ a v^m^-t^ tztbiza, c t l icov^Tgtmic# 

[0 0 0 7] 

-2 'SrMv^Tii#L^ffis§gTPi'; ^^-^^ (TIL) i:m^^^m^^&m^ m^is. 

miE4t2 004-3085812 



mm 2003-298208 ^~-J : 2/ 

[0 0 0 8] 

(IL-2) ^S^W:Scme) > ^^v^titftCD 3*^ ^'n-f-;i.fct 

(inCCDSmAb) i:IL-2*fflv^T, -^ttWCMV^^fitJC T L n- ;y =ir#g| 

[0 0 0 91 

$ ^>^:^ #fj=:i:S^l t;(iREMi* ( r a p i d expansion method) 

ffl*@a!K-ei«Jii (Expand) $Hi:-&3^jS-C**o Ij . <^Tffl|&;>' n - > * 
ii5i^^T:*:SOTM^JI«Drtlrabi5. ^CD3tn;#:. IL-2. MVizMLMmmm 
J: tjJtmtt*^ < LTtPBMC (p e r i p h e r a 1 blood mononuc 
1 e a r cell. M^stM^^mfl^) i: i y;^ -< 'f (Ep s t e i 

n-Bar r virus. iikTEBVkV^-t) mPkmH&t^m^^'Cm^Mm^CTLm. 

[0 0 10] 

#i^=:fcfiit2 tcj±gfcggREMfe*«ga^$nT;fei3. mm:^miip BMC tamm^ 
[coin 

V tij^ ymmh^^-mm (lak«) {j. v y^-^m.^^ttmns!5Lm (^msna. 
A Kiiia ^> jiiec T L t mmiz, m'f-ftmmmzmm ^ it^o 

[0 0 121 

XStC;feV>T{±I L- 2<OjpJfflS-^*^-rit76*-ei^V^o I L - 2 36«»MO-f > ^ - 
n^f ^>-2 Hr7':J'- (IL-2R) d t llJ; iflijati $ e, trffi14'ffc§tL-& 

o i3t> IL-2Rii^}>^m<ommt'7-:a~tLXjsa^fiX\'>^o ^fih<0^l,Z^\,^ 

iSV^Tf±. tn:MtcJ:^fiJg!ctc«$tL/cCTLOM^fla**CTL fc.LTM^$tt-5>^^=g- 
± $ ;s c: ^ Ti^mil-e* & o 

[0 0 131 

Wt^fi^j&'^X^^il)^. Jfll?t • M{±^^iB» b • Oi^^) COM =£•-?• CD ft 

£ o 

[0 0 141 
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#M 2003-298208 : 3/ 

[0 0 151 
[0 0 161 

[0 0 171 

y^yu^iri-y iimm<D^m<^. i^mmmmm. mm<Dmm^-^ h^}y^^ 

1-9 e-ocoT? ym^^^-e«^:^tLT*5i9> ^fih<DT ^ ymn&<D-^mi 1 

*>, 8#g. 9#B. 1 0#B (mT> I I -8. I I I -9. I I I - 1 0 

tW-^^o) fiSBflSlt-a-K^ ^ f/>:12#g, 1 3#a. 1 4#i (JJlT. -efL-?* 

ii-III-12. III-13. III-14 t^>-r^o ) fi^/N'V ^^-g-K^ yiz-^ 
^^flX^^i>o ttz. II I - 1 0 tCtlVL A (very late activati 
on antigen) - 5 Ig-^^^^S^-g- 1 itTiS <? . ^ <75 n TSE^Jti R G D S t?*-|)o 
ttz. ^^-^'J ym-^V^^ y<DCm^miziii i ICS tmt ft :hmi^-ib^^^ir^o I I 
ICSir{±2 5r^ym^^h^j:^VLA-4l,ZMLX^^miii:^-t^CS-l tm^tl 

* mmimmir ^ mx. ff . ^# ifxm 8 . ##fi=:4:jt 9 i uf§f^#i^=:fcm i o ) » 

[0 0 181 

I*#fl=S:Ml 1 Greenberg, P. D. ^, 199 2^§t^, A d v a 
n c e s in I mm u n o 1 o g y 

IW^W-XM. 2lReusser P. 'ftfeSife, Blood, 1991 Vol 
. 78, No. 5, P1373~1380 

[^#i^^:fi:m3 1 R o s e n b e r g S. A. m, Engl. J. M 

ed. l987i^. Vol. 316, No. 15, P889~897 

Rosenberg S. A. N. Engl, J. M 
ed. 1988^, Vol. 319, No. 25, P1676~1680 

Itm^Xms] Ho M. m9^. B l o o d, 1 9 9 3#, Vol. 8 1, N 
o. 8, P2093~2101 

[*#f1=S:K6l R i d d e 1 1 S. A. 'ft&4^, J. Immunol., 
1991^, Vol. 146, No. 8, P2795~2804 

lW!WW:Scm7 } Greenberg P. D. -ftfeliS, J. Immunol. 

Methods, 1990^, Vol. 128, No. 2, P189~201 

[^#1^5:1^81 D e a n e F. M o m e r ^, 1 9 8 8#I&1t. F I B R ON 
ECTIN, ACADEMIC PRESS INC. ,P1~8 

[*#t!=:fi:®^9l K i m i z u k a F. ms^. J. B i o c h e m. , 19 
91#, Vol. 110, No. 2, P284-291 

01 Ha n e n b e r g H. -flfeSiS, H uman Gene T 
herapy, 1997^, Vol. 8, No. 18, p2193-2206 

mm-i^mnd 6/0692 o-^-^'^yyuy v 
i?tsMm^L J: -5 1 -t -5 mm] 

[0 0 19] 
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^-z;: 4/ 



10 0 2 01 

{±. y yti^^^y. -^•cd^^^*';^ >- b ^ ;t{±-f-ttP>oM^l/*#t^v^;^Jb>g:fflv^r 
'i)Oi:Jt-<-C. CD 8l^14«=£rli?Jt^-e'^^^^«^W«'J ^^'^^'Ji^^^^tLi-o ^ 

&v y^mi>n^^fi^o 

10 0 2 11 

:!fR§tm<^mi<o§tmiiz^\^^x. y ^yxx^tr^y^ -e-o^^^^j^o bt^{i-e*te)<^js 
mmmi t fz ammmmmumm^ ^ mi^^mmmu tLxit^y^-u^ y^>^=i 

[0 0 2 21 
[0 0 2 31 

:^§km<r>mi<D^m\i^i^^^X^ y^yvi^ir^y<Dyyi^^yYt\^Xi±^ WM 
^OBB5?iJ#-^l~7-e^^fLST5yiJBByrj:^/l>^:< l'=>^A.XiiZ>^^)^y^VX 

t.fz\m%^^')^y^Y<DT^jm.wm^^i^x±.<Dr^^'m<DmM. mx 
^) L< m-iM'^^-r^r ^ ymrnn^^-r^b^') ^y^Yx^ox. iriB*°u^7'^Ki: 

|Hi^^)iltg=^^i-^'ff';'^-/f- K:^>«^?il^$tL;?,o "^hkz. y ^yvi^^f-y<r>yyir^y 

\ h L-cfi. mw^m^'i&.^x-(i/^fz\t^f^^) ym'k^'^^^-f^^<r>i)m7f^^f^^o 

ttz. y^ya^^^y<Dy^ir;f yyt LT{±> 05^J^co@B^J*-f- 8 ~ 1 9-e^$tts 
[0 0 2 41 

\a) mmmii^^<^mmmtmmi^mmmuiz^n^^mmmt<Ditmi^. i c e i i s 

/cm^-SXlO^ ce 1 1 s/cm^t?^)*, i5 J: CF/ 1 (4 
( b) ^^Bi$&B$Ol&Sfei+»OM<O^S56s, 1 c e 1 1 s /m 1-5X10^ eel Is 

[0 0 2 51 

ttilEi^ 2004-3085812 



mm 2 0 0 3-2 9 8 2 0 8 : 5/ 

[0 0 2 6] 

^?^m(Dn2<D^mii. ^?t^<Dmi(ommi^ii ^^hMm^m^i^') 

& o 

[0 0 2 71 
[0 0 2 81 

[0 0 2 91 
[0 0 3 01 

L. I L - 2 R (ommmi)m < > $ c d s iitt«Hfl&ojt^;&*Av>iHBjiawi4'; > 

[0 0 3 1 1 
[0 0 3 2] 

^^;j< > ;V:^-;^ v-x-f E. e>CRuosIahti E., et a 

1 . ^ ' :ty ' ^'(^ tt!i?i))l/ • ^S.7.h^}- i] . Biol. Chem 

. ) , m2 5 em. ||7277~7281M (1981) ) OlS^ir^cfg, 

[0 0 3 3] 

Mt-S^ffl^^f^&fi, ^5 F. CK i m i d u k a F. , e t a 1 . , y 

• • :t'5^ ? X h 'J - (J. B i o c h e m. ) , ^110%. ^2 8 
4-291 M(l991)K='->7'';-;'b A. R. ibCKornbrihtt A 
. R. , e t a 1. > EMBO (EMBO J. ) . ^4^. 

, 1755-1759 (1985) ]^ ^IXf^^if^ K. h CSekiguchi 
K. , e t a 1 . , >'^''f bU- (Biochemistry) . %2 5%. 

mn-^r. 4936-4941 (19 8 6) D^J: «9#S C: -So 
[0 0 3 4] 

3|!:|&§lJci3v^-CJ±, y >c:rn^i7^yyyir:f. yvt urti, ■pflx.ff, ^J?t£ < ^; ^> i j 

mSE#2 004-3085812 
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6/ 



I- 8 mn^<Dw.m^-^-ix-n-^fi^r<ymmm). 111-9 im^m<omm^-^ 

ym.mn) . 1 11-10 (mm^fDmrn^-^s-cm^MT^yMw^ 

m) . I I I-l 2 (Bfi?iJ^<^@S^J#-^4-C-^$^x*T^ /SISB^J) ^ 111-13 (BE 

yms.n) > 11 1-14 (is^j^oiB^j#-^6-e^$ 
fi^T^y mmm) ^ isxxfcs-i im^m(omn^-^ 7x-m^^^r^y mmm)_ <r> 

[0 0 3 5] 

t75«-et<2.o ^co i d ^::^iStw(4. .-^r-f 'J tax D. a. 'bcT):;^:^ CW i 

lliams D. A. , et al.,:^-ff-^-(Nature).||352# 
.||4 38~441H(1991)3 *»^ttt^o J&^T'V'- M^a^ftL 

TAX D. A. h<^:^m'^^^'c. mmK-^^-c^^-^v mx.i£mwt^^-^'} yt^m 

[0 0 3 61 

^hKy -{ yu^-!'^y<r>y9i!r:^y VtLXit, C- 2 7 4 (iB^j^coSB^J#^8-e 

^^^L-sT^ymea^j) . H-271 (ifi^moie^j#-^9-ca$tt^T^ ^msa^j) > 

H - 2 9 6 (iH3nj^oBB^J#-^ 1 0 -e^:^ T 5 y mMm) - C H - 2 7 1 (BB^J^O 

@e^J#-^ 1 1 T'^$ T 5 y mse^J) ^ c h - 2 9 e (se^j^om^j*-^ 1 2 t**$ tt 
T 5 y mmn) , * :t t4 c - c s 1 (iB^j^<!9ffi^j#-^ 1 3 -ea$ tL* T 5 y wtun) 

[0 0 3 7] 

±iaoCH-271, CH- 2 9 6. C- 2 7 4, C - C S 1 <D^y 9 i^ ^ > h itV L 

-CSl, H-296, CH- 2 9 6{±VLA-4t'lt'^-t*iStt**-t-*aBll&ife'&K^ 

y^^ir^^^}^-:f^VX^^o ^hiz. h-2 7 1, H- 2 9 6 , CH-2 7 lisJ: 
U^CH- 2 9 6 {±^/<'J V^-g-K-?* ^Sr^l-^sK'J^T"-^ K-e$)^o 
[0 0 3 81 

ho y ^ yu^i^^yay^^^V ^M-^ ^'Ji 3 I I imW.n ( I I I - 1 2, I 

II- 13 , I I I - 1 4) lcj;^T#^$*LTV>*o trlBI I IMi5^iJ<^^ 

i:**"5rt|-efe;&o «^x{fx 7 W rn^^'^yc^M^^fPfe (V L A- 5 ^t-B-'lUt, Pr 
0 1 2 3 9 ~S e r 1 5 1 5) t-^<Dl I I MSfi^'J "7 7 > h "C*^ C 

HV-89 (BB^J^O@B^J#-^l 4-e^$ttST5 yiSBe??!!) , CHV-90 (M^m(D 
B2^J#-t 1 5 •T?^^ tt^ T 5 / mSB^J) X C H V - 9 2 (@e^J^<^SS^J#-^ 1 6 tt 
;6 T 5 y mie^ij) , ^*v^^±-o<^ I I lMSB^Ji:^**S'&t/v:77^^y > htr^^CHV 

-17 9 (ie^moK^j#-§- 1 7-ca$tt*T5 yi^iE^j) > cHv-1 8 1 mn0:<^ 

SB^J##1 S-e^^ftJST^ymSB^J) 7&*CT^^tt*o CHV-8 9, CHV-9 0> C 
HV-9 2l±^fL^fil 11-13. III-14. III-l 2 *-i-tfiO-^feJj, C 
HV- 1 7 9{±I I I - 1 3 t I I I - 1 4 CHV- 1 8 1 14 I I I - 1 2 t I I I 

- 1 3 *-?-tt-?'tt#A-ev>*o 

[0 0 3 91 

tt:. _hfB<^#7v^^^ > h iz^ h iZT < ym^ii1^\i^^y ^ ^ ^ > b i^l&^tC'ge^ 

ttiliE^ 2004-3085812 



#M 2003-298208 



^- v? : 



7/ 



aSm-^^^o mx.iI. H- 2 7 5 -Cys (iE^iJ^c^SB^lJ*-^ 1 9 "C^^ T 5 / mSS 

S -7 9 ^^J^ V h -e* * o 
[0 0 4 0] 

10 0 4 1] 

oa^^ti. :^*<05}^°';^7'^ Ko^oteK (^Jx.{^^ ^7^c'l4^ ^tKI*, wm. pk^) 

U->>, 77-> ; 2. /^'J -fvn^v'^', D-f->>;3. TX/'?9^>ife> ^^^1'^' 

5 T:^^^y^y. irr^9^y ; 4. -feU 7.v^=~y ; 5. ';-:^>'> t;v^-> 

S o 

[0 0 4 21 

mmkm'&.') y f^^<r>mimm'^'^<r>m^mM. ( i i ) i l - 2 ^(r>%^m.<on'^mM 

, t/^{± (i i i) C D 8 l^ttm<^Jt^l6]±®«^. (i v) iBS&^#tt'; 

[0 0 4 31 
[0 0 4 41 

BB^J^^-^'S^V^T'f- K-e^o-C. ii?^J<t<)miB (i) ~ (i i i) <r>^^^i(\,is-(r>m. 
[0 0 4 5] 

{wlS^O^-f T'nj^^^'^y^vi^^ > H4> mx.\t. ^111^1^=^5, 198 

±|BOH-2 7 1 (ie^J#-^9) . H-2 9 6 (iB^J#-^ 1 0 ) . CH-2 7 1 {mm 
•i-1 1) , CH- 2 9 6 (iB?!)#^l 2) > h jS: e>0*tcitL^ S:m#-r;&:6• 

i*^4S^#i1=59J3fi»^*l¥iffl^'IBfc$^^-CV^;5o %fz. ±IBOC- 2 7 4 (ia?ll#-^8) 7 
V i5^p« 5 , 1 0 2. 9 8 8-^M«tiiBm$tL/>::^^t'J: <?#*ii:A* 

C-CS 1 (iByiJ#-f-l 3) 77^^^ > b{4B:*:#l^=^3 10 4 17 8 
#?9«B»tw|afi$tL^:&j*tcJ: r)#^ifc**T§^o ±IBCHV-8 9 (@2^J#^1 4) 

miE# 2004-3085812 
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: 8/ 



. CHV-9 0 (@B2R)#-^1 5) ^ CHV- 1 7 9 (@BW-^ 1 7) (D^yy^'^ > b 
^ B^#^^2 7 2 9 7 1 2-f-5^M*lc|5m$tL/>::^^l-i '9t#'5^fc**-C*§*o ti^c. 

cHv-181 (ie^j#-^i8) yyir^yyamm^mmQ 7X183 is^y'^yy^u 

y YKmm.^f^ti:^^izmcmi>^titt*-'^^:i>o CHV-92 (iB?iJ#-^16) y-yV 
B3|s:#K=^2 7 2 9 7 1 2 •^ggiffl#*5 i l/SI^<2^P^^ 9 7/1 8 3 r8-f-/N°> 

[0 0 4 6] 

=f 3 0 5 - 8 5 6 6 B^ijs^ii^MJirO < {f rtm 1 T@ 1 1 6 ?*2:trie:&A 

m^^xmm.-ti>. ab'&v>fi#^^j^o«#-t-*-/9>^5 KSr&»<^:^^t;i 'jefc^-r^- 
ii I- i I? -5. i i: ^ ; 

FERM BP-2 2 6 4 (H- 2 7 1 3- Kf-S y^^::^ ^ K^'^^t-Sr^m) ^ 

FERM BP-2 8 0 0 (C H - 2 9 6 n - K-t-S 7^7 ;^ 5 K*#^-r^:^Mm) > 

FERM BP- 2 7 9 9 (C H - 2 7 1 =Sr ^ - K-f"^ "/^ ^ K^iS^f ^ 

FERM BP-7 4 2 0 (H- 2 9 6 =Sr 3- K-f^ "/v:^ 5 K^fi^^-f*:^]^®) % 

FERM BP-1915 {C- 2 7 A V't^-:fy V^^^iT^i^^M) . 

FERM BP- 5 7 2 3 (C - C S 1 =S: =t - K-f ^ T'y^ 5 K=Sr^>ti-^:^)if^) > 

FERM P-12 182 - 8 Q Yiri>-fy y^U^^^:kMW . 

FERM P-12 183 (C H V- 1 7 9 «r =r- Ki" S 5 KSr^^^-f 

[0 0 4 7] 

u^i^^yyyiT^ y ^ ti$fMtc{4aiE<^ J: 9 K\^xmhfi^m.mk.y^-rx:i^i^ 
^yyyir:^yY^^m-^^^tifi^x-^ho ^hkz^ ^j^-r* U >^-«^<^4i^:^^«^<=^I^ 
±. >/N'^tci5it^ I L- 2 ROl&31S:<?5±#. J:i;fS2;:*:^#$*T-^ 

^yy^ir^yy ifimzum\<z^mx tfz. :^§^m iz^m ^fi^y ^-^^xa^^ ^y 
y^if^^y Y<D»'f-Atl^Xii. #lc|5a^f±^:v^*?, Mtcti 1 ~ 2 0 0 k X^^M 
t:{i5~19 0kD. ;gP,Kij5at::t41 0-1 8 0 kDt?*ao 
[0 0 4 8] 

(2) :^^m<Dmmmmn')y''-^^<^Mikifm 

miu fiismLi:iit.mRxr]isLm<Dfst^^m.ii^o~-5%^mx^:h^mim^^x. y^yu^ 

[0 0 4 9] 

i--5o **3, m.m\z\mumumz^^^itx^^^^mfmm^')y^'^'i^<^^^f^-^^^-f^ 
^<Dmm. mM^ikv y^'^n^xz/z'tfzimmm^im^^fzmmm^mv y^m<r>i& 

[0 0 5 0] 

mUH^ 2004-3085812 
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9/ 



m^i^i-^. vyyyf^-ommt^y-mm (LAK«) . m^m^^Tmm (c 
TL) . mm^Mv>^m (tid . uKmum-nimifhit^o 

[0 0 5 1] 
(0 0 5 2 1 

:$:|&g^O«Bia^W'lftU >'^'?^<^SI»7t:&J*{ix 7^-7*n;^^^>, -e<^7 7 > h S 
[0 0 5 3 1 

^ h m^<Dmmm^^') y^m(^^±^m-^mx'ii^ i^m^iz 5-20 %ojiii7» • 

fi-hstmis J: ?/ilil^(OJ#Sfetf (^^-^«^ 0-5 %^mti-:h C i: -^-So 

i Z7JliL«0^«if O^-^^r* ^ «f jg fi 0 ~ 4 % , # tc^ypii J4 0 ~ 3 % i: -r i i: 

[0 0 5 4] 
[0 0 5 51 

\mmmm) lxh. i^tris$^i±'fcv^75^ -^^firi ~ 1 x 1 0 « c e 1 1 s/m 1 

-r-&ii:*'-ei'5o -Wx-tf. 3 7*C. 5%C02 ^<^#^#-C;^^-t'Sii:*'T?i-5o ifc 
[0 0 5 6 1 

^fi^o lL-2<D^m^<D^mtLXii. iff ic|5B$g}4^:v^^^, 'D?Ox.{^^ ^ifjSJCfio. Q 
1-1X10^ U/m 1 . J: Oi&ittcjiO. 1-1X10* U/m 1 -e*-5„ 
[0 0 5 71 

S/c. tnICD3ta:#'£'$'bi--g':t-f*^«fe'4'T-iBBE^#tt'>' «9 

X-tfO. 0 1-10 0// g/m 1 ;6*$fiS-C^)^o ^CD3^^*ttV >/<^±OV-fe-7'^- 

^*«Sint-*ifc^>-ei*o S^^:S-0^ilfe*<^itSfi, B'fMo^:^^«#'bttttJf#lc|S 

aiiE#'2 004-3085812 



i^M 2003-298208 



'^-y: 10/ 



[0 0 5 8] 

[0 0 5 9] 
[0 0 6 0] 

iii^<&r»fl^o 2/1 4 4 8 hicffiffijnTt, mwMmm^j:mm 

mM^mm^^t^izm^^^x'b x\.^o 

(A) CD4 AK^^^m^i^-t^l^M 

(B) CD4 4 U ary K:**CD 4 4 »)l&-fr?>*t<5->^^"^;WiSrfW^9L# 
[0 0 6 1] 

ltrieCD4 4tiig'^©14=l:;t-r*!ijgi: LTf±. m^HCD 4 4 U K^itZ/t/c 
tt*i:CD 4 4fit#:*»i^^$*L*o CD 4 4 >; Kt&^C D 4 4 C i: J: *)^^ 

[0 0 6 21 

:*:i§Bjtci5<,^T*friB^^^^o#^Ti:}i. ifflia^^tt'; mwttzim 

tt{?#irfil5e-r'2> ^><^f (i*v>55^ Sf^L<{4 0. 01-10000// g/m 1 

. X^UtL<itO. l~1 0 0 0;/g/mU $t>tC«FJ L<fil~l 0 0/. g/m 1 

2004-3085812 
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11/ 



[0 0 6 31 

10 0 6 4] . 

xfi^^m-a:\zM]^r^m^<D-'^am^'\t-t^<oibmm.'Q^^i!)^. mm(DmM-dm(i> 
m<r>m^iim(^ftfii:£miizm^^fi^^<r>xii^\^^o 

[0 0 6 51 

/N'^yV;- ^ihmzm^'Sim^O O/O 9 l 6 8-^>'>*>7U";' YiZ^WL<0:^^izX «3 
[0 0 6 61 

[0 0 6 71 

/S^iiinL-cv^^o I L-2RiiismtTmm^miz^mir^miii\:-^-:^-x^^. CIO 

[0 0 6 81 

tfz^ ■^^m<D-}jmzx y)%hfii>mm^^'j i l - 2 Ro^mm-hmn 

[0 0 6 91 

fcv^-ftt;6^lO!£:^>&o/cfe<^l::Jt'<-CCD 8*7-;«/-4r^-t-2> (CD8I©'|4) ^J5a<^^ 
*1-«ifc^**Av»o i<^ii:{4. flAJf, 1. CD SRSttaaiafiW ^^-^jtn^-y^ 

2. c D 8 Ritt/aHiiafiiHflii&tt^&M^jiffljia'^* "3 > -^-f ;v;^^M^«Bia^<oM^ 
tr-x^yn— i?--r h>-^--ecD8i^tt;«t3ii$siLTv>7t36*, •^^m<D-)jmx\ti^ 

«L'5:;6«?>CD8I^14MSr^>"; 5'^^c■r-2.ii:7&*-ei'5>^ 4. C D 8 fiittmlt:^»«#• 
*ffl8&it Oil? ^:v^iHHlfe^ffl;&»e>T?«>, CDS ISttjUHIfe Jfc^ S: * ^ <b ^#1" S i 7&*t? ^ 

tHtE# 2004-3085812 
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: 12/ 



[0 0 7 0] 

o 

[0 0 7 11 

ii^-c^^ho ^<7>mmmmn.v >^^^<y)mn. *«;^it«t:t±, #j::i5i3t»*^:<; 

[0 0 7 2] 

tt:s>^i^^mmi-^^tTt)^-e^^o mK.i£. si v. 5%co2 ^o^^x-^^t-'&c: t 

[0 0 7 3] 

. ■r'fc^*)'7'f yn^^^'^v, -^roy^i^^y htfzii-ti-Lh(Dm^^<^^^T. AvtS. 

o 

[0 0 7 4] 

mz i I? fifzm&^mmz^^-f^wcMm'^^^^m^m^i-^ ^tizx^ xwrn-^ 
§So ttz. mmmwiiv>'^m^m^m!kx^!^mmizmm^fi^GM-csF. if 

mizx^xm^^titz^^^-^i- v-uHcm'^i^<^iifSizxox\M^mm-t^^t'bx 

§ -So CiO^-^-^ Mx.(f«flfla^Stt';. >/-?^=S:^5lfl&^l^'ttU V^-f^i^MttJ/u^^t * y -fv 
y{^^^fzmi^^-^-*-tmm^'^fzmzm2^^-^-*-t:byfV>ir^^tz^ 

m^zf^h'-MHC^^i^irmm^'t. '?-LT-^^fife5HBlfe<^^^E«rFAC S (fluoresc 
ence-activated eel 1 sorting) ^^t^ CtiZX^ iffll&^Wtt V > ^m<omm^^miSE. 

[0 0 7 5] 

<, ®'^OM:©#i;'^ffl^tL^^#=^1$ffl-f -5- mx.it. 37V. 5%C0 

2 ^(o^^-e^^-r-s- i:;&*t?^So s/c. mm-^j:^mmmx^i&^mm^j:i>oi,z^^-t 

& o 

miEiif 2004-3085812 
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^--j: 13/. 



[0 0 7 61 

1 1 BK<^^S|-t?i^ 100-700 fg, 15 Bm<Dt§m-C-2 0 0-3 5 0 OfgiCifSpL^ 
L A KaBlfe*#-5 CI 1 ^ * o 
[0 0 7 7] 

« 1 X 1 0 ^ c e 1 1 s/cm^ iBIiamSti IxiO^cells/ml 

[0 0 7 8] 

[0 0 7 91 

. 3f:5|B^o;t^^^^^«T, :^«fe*-^tf«^^M^*tf T'®m^;*-'b^$&-t^m'^ 

. i^mmi&mz^^^x. ria (a) is^jy^ (b) ;d>?>^s^$tL^^#=s:is^^-tmS'£:'K 

e 1 1 s/cm^-SXlO^ ce 1 1 s/cm^, J; vjJfiS^rii 1 0 c e 1 1 s / c m 
2-1X10^ eel Is/cm^, J^lcJijFjglCti 1 X 1 O^cells/cm^-SX 
10* cells/cm^ t'ibSo 

(h) .mi&^<omJI&<Dmm*^> BMizm cel ls/ml~5XlO^ eel I s/m 
1 . i "J^fjttcti 1 0 c e 1 1 s/m 1-1X10^ eel 1 s/m 1 > 1 
X 1 0 c e 1 1 s/m I ~ 5 X 1 0 * c e I I s/m 1 "CabSo 

[0 0 8 01 

ffiiE4#2 004-3085812 
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^-y: 14/ 



[0 0 8 2] 

T^5g-rtL{f J; < . -CTx-Jf, 1 X 1 0 ^ ~ ' eel 1 s/m 1 *«Sfii-e*So 
[0 0 8 31 

[0 0 8 4] 

i:m^^^'^^^ti,zxy)mm-t:h:Ltii'^x^i> mkit. ^>v-ruir m. a. h (b 

endnarek M. A. . et al.)>J. I mmu n o 1 . > ^ 1 4 7 

mi 2-f-. ^4 0 4 7 -4 0 5 3M (19 9 1) =S:#BB3 o tfz. TOM/J^tl*^ 

■t^^jia36«tri;®^i!!ka (process) ■t^mtii:^Lx\^^^^^i'ti. ^mmm^^ 

[0 0 8 5] 
[0 0 8 6] 

■r^fztbliZU. V-^-ii/y (mi t omy c i n) 

[0 0 8 7] 

tti>i,zLAKmmtf£y)n^mmi^ y-t^^tKx*)mm^i^^o lak 

[0 0 8 8] 

tfz. L AKmj&i:^m-r ^fzi^<D-^m^^mi. ±m<7>^M^mmir^ ai:^^'x 

it. m^ii^ «X^. Vol. 14,No.2.p223~227. (1 

9 9 5^) ;«B1IS;^#> 17. (6),pl92~195, (1991 '^) ;THE L 
ANCET, Vo.1.356. p802~807, (2000);Current Pr 
otocols in I mm unology, supplement 17, UN 

I T 7- 7 sr#Bg] iz%kifx\^^o ^m^mzimizm^ii^j: < > m^<Dmfimm<<zim 
if^x^io io^siJia-^, 2-1 5 amj^nji^tt^o tfz. mM^j:mmmmxmm^ 

tliiE# 20 0 4- 3085812 
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^-e/: 15/ 



10 0 8 9] . - 

o izis^^^xy H yx2^{^^>. t<Dy^ir^y vtfz\i^tih<D m^m ^ * 

[0 0 9 01 ^ 

3&« 0 ~ 5 % -C^ ti..{f:*:|&^ ic^a-^ $ tL* o 
[0 0 9 1 ] 

'S:m(omm^mzm\'^hii^i^mm». ^y^^^^n. h:^^>m (MmizitiL-2 
mMTif" 0-5 tfj:^xr)iz^ ext±^se<^jfiLft^jflL^*ffl^^. <km<D^mzm 

m<Dmi&<r>-mmtLxii. y^-yu^^^y. 't<Dyyv^yvtfzit^fih<Dm^<^ 
tz ii^fih<omi^!\iai!i'm^i\:^fttzmmi^mmf^mzmxLxmm-^ft^i^i&*^^ ^t- 

[0 0 9 2] 

■^tttTv^;&^«!>, m^mmTif'h^'i-^^m^izx^mmmm^tomnk^mif^L. ^§tm<D 
■jjmzi ^whftfzmmm^^') y^mt Lx-t^D-itmm-t^^t-A^x^^^ 

[0 0 9 3] 

[0 0 9 4] 

tli|Ei|# 2004-3085812 
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^-'j : 16/ 



m U y-^^^-i^mm ;V/-« - T ^Jia S: ^*-r ^ ^ § * » <OX® :7 n - -i?- 
[0 0 9 5] 

y^-r&o tfz. ^^ma. mmvy^^^i^^m^tLx-^m-t^mm if&mm) «:Js«? 

^ii. :^ftm<r>:fsmi'i^^mm^f^fz^W)yy^'^^^^^'5i-tLx. fzt^ii. ^^<o 

10 0 9 6] 

■r^jcm^^hiz^^-t^h^Ltn'-r^^io iri^t>-ib. :^^mit. ^<D—mmtLx. mm 
mm\iv y^mizf^^Mii^^^m'X-r^xmi^hiiZ'^tfmm^m^') >/-?^<^mjt:^i* 

v^^ o 

[0 0 9 7] 

[0 0 9 81 . ^ 

[0 0 9 91 
[0 1 0 01 

y{ ^-t\^x\i. uhti^^ju:^^ Tf>"J^W;ux, rr^m^^^ J^:^t^it 

[0 1 0 ll 

ffliE#2 004-3085812 
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^-z; : 17/ 



[0 10 2] 

^ o 

[0 10 3] 

^mmizi5\^^xmmm^^v >/'«^ic:^A$tts^3^it^^^ir{4#ici5i^t±^ <, trie 

[0 10 4] 

•9--iB^iJ-^^'-5 ^•«-:J'-B£5^J**^^' ^'-i*li-^^ELTV^r ^) J: v^o tfz. ^^*jt{zc^4: 
[0 10 5] 

o m^PJWttitfE^ i: LTti. -^Jx-ff, ^^MttitfS^ (multidrug resis 
tance gene) H^M^ ^ tt^ o 
[0 10 6] 

. ^'^^z^m.Ltz^<D^)yf^^^mmmn(o^^\zi:^x^^-r^^himmttj:^^ m 

[iim^] 

[0 10 7] 
[0 10 8] 

(1) 7'frn;f^^^79i>^^>bOpSa 

E b >^n:^>^'-^>fi5l50 7 7^^;>« H-271{±^ Escherichia 

coli HB101/pHD10l(FERM BP-2264)±«J. i>^m^W^m5 
,1 9 8. 4 2 3-f-Wffl^l-^«t<0:&?*ir J: iJiimLT^ro 

ffiiE#2 004-3085812 
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^-y: 18/ 



tfz. E h^-^ rn;^^^^>'ft5l5<^'79^^j>< > b H- 2 9 6^ CH-271, CH- 

2 9 6 {i-ett^tL, Escherichia coli HB101/'pHD102(F. 
ERM BP — 7420), Escherichia coli HBlOl/piCHl 
01 (FERM BP-2799)> Escherichia coli HBlOl/' 
PCH102 (FERM BP-280 0) ^m^K C:ttS:±|B«)?g«B#lwiEmo:&&-C 

\LYy ■^u^ar^y^^coy'^ifjf- >> C-274«, Escherichia 
coli JM109/pTF 7 2 21 (FERM BP-1915) «:fflv^. CltL^:?!^ 

ii#t^^5. 1 0 2, 9 8 8^^ia#i-iamo:^^-e;^«b, w^mm^ 'om^x.tzo 

t yy ■i-Xu^i^'f-y^^(r>y^i>';^ >Y C-CSlt±> Escherichia 
coli HB 1 0 1/pCS 2 5 (FERM B P - 5 7 2 3 ) ^rfflv^^ H2|e#|^ 3 1 

\Lyy ^ruA^^^y^^(r>yyir:^yy CHV-89, CHV-179t±, ^ix^ 
tLE s c h e r i c h i a coli HB 1 0 1 / p C H V 8 9 (F E RM P-12 
18 2). Escherichia coli HB101/pCHV179(FERM 

P - 1 2 1 8 3) «:>Sv>, B:^mn2 7 2 9 7 1 2 -i-?lj|ffl#l-fam<^:&&'e^^l-^ ^ 

t^, H h^-f rn^^'f->ti&5fe079^;>t > h CHV- 9 0 {4B^#I1=2 7 2 9 7 

7.^ KpCHV9 OS:«llt;t^x., ^^vX^ SJ^S^m^Sr^^ 
J: 19 C H V- 9 0 *PS!iL7feo 
11 h 7^ yn^^'f->*^<^)7vi5^> > h CHV- 1 8 1 f±, 111^^13^9 7/18 

3 1 8-^^f>':7l/y h \z%m.<r>^^X-^ CHV-1814:3 - K-T-S DN A^r-^^t-t-S 
7X^K (pCHVlSl) =^aSIL7tm. M-^^;^^ K«rSX$tL^:^lSm (E s c h 
erichia coli HB 1 0 1 /p CH V 1 8 1 ) Sr:^|g t> ^:^^!|^ i O x ± 
IBOCHV - 1 7 9 i:ra#o:;^^T*ilSiiL/co 

[0 10 91 

(2) CHV-9 2<r>mW: 

±M(r>^')^^'f- KCHV- 1 8 1 >Sr|&m$-*^/ii6<^'/v>?.5 K p CHV 1 8 1 
ov^-C, CHV- 1 8 1 I I I - 1 ZW$.^^- Vt^W^.'^if^^ 

\^fzfy:^ \ vcRv ^2^mm\^fzo ^^^mtB^m^2 1 2 9 7 1 2^mmm\^^ 

m.<0. ■7'9>^5KpCHV1 7 9 5&*<bOI I I-l 4 3- K^i*<^^<l^fe*Si'f'^l^iii:^Tffo 

"!h|Scoy7><.5 KpCHV9 2T3I^ICem$*Lyi:^^®HB 10 1 (E s c h e r i c 
hi a coli HB 1 0 1/PCHV9 2) Sr^SIL, ^^««&J:>3 B^i^ii=^2 7 

2 9 7 1 2^mmm\,z%m.(Dcnw-z 9 j^^) ^•f'f- Y<r>mm^m^mzxmmm^^^<i 

^MCHV- 9 2#«°n*#/;o 
[0 1 1 01 

(3) H- 2 7 5 -C y sOiaSil 

^';^7'f-KH- 2 7 5-C y s «:|&3a$-*^ fcfeO:?'^ ;^ 5 Kii^Tt^/J^'t^'f^t-tJe 
oT^^L/co E s c h e r i c h i a coli HB 1 0 1 /p CH 1 0 2 (FE R 
M BP-2800) J:l9 7'7^5KpCH102 ^WiUVfZo C107'9>^5 K=g:i*l!fc 

wm^<owM^^2 0 tcmsBe^j*^-t7'7-f -7- 1 2 s tw.m^<owm^^2 1 1;: 

i^£ie??iJ=^^i-^9-f -7- 1 4 Ai:Srffiv>;tPCR«rfirv>, 7 ^n^,iJ^ ^VO^/-?'; > 
^-^Kpt-f >4r3- Y-fi,mO. 8 k bODNAWf>i-«:#:to #?>*L;feDNA®f>i-SrN c 
ol, BamHI (i: ^> tc^ * 9/^*-r ^ttm) T'M'fbL/im. Ncol, BamHI-cm 
'ffct/cpTV 1 1 8N (^'*9>'^'f :tttS!i) i: 9 r- '> a ^l" S i i:: <fc "3 , 7°9:^^ 
Kp RH 1 ^m^X^fZo 
[0 1 1 ll 

K'^^' P I N I I I - omp Ai C^^— "7^ J. h (Ghraye 

mW^2 004-3085812 
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^-y: 19/ 



b J., et al.),EMBO J . ^ II 3 m 0 -t, ^ 2 4 3 7 ~ 2 4 4 
2M (1984) D ^BamHIi:HincIl * ^ttSS) ttfrmt, V JJ^" 

rn-T'f >'^'-5^-^-<IRi^?:-g-tf^0. 9 k b <^DN AMM-^ia^Rt^Co Ctv=SrBa 
mHItH i nc I I-^mitLfz±m<OZf7:x,^ KpRHl jl#LT 7 a > * 
^TV^ 1 a c T'D'^E-^-. ^/^•V >*§^K^-f ^^rn- K-r^DNAifJtisiOf'J JJ^T' 
n-r-f.^iJ^-? ;^-^'-^c:<^Ml--^tf:7'^;^5 Kp RH 1 -Tir^fco 
10 1121 

iO'/^^^? Kp RH 1 -T^^^M^: t, IB?iJ^<^SB^J#-f- 2 2 {C:^^ee^J4r^f7'9 
v-C y s - A tW,mm<7)W.n^-^ 2 3 i;:m»@B^J^^1-^v-f-T-C y s - S =S:ffl 
V>/cPCRKI50^^^ |lIJR.L7tiiilfSDNA®f>t^No t I (iS' :*-ttSS) -CrMbL 

peltScal (^'*7/NM:ttl:IS) ^:T♦rmkL-C^#e);^^;2. 2 . 3 k b ODN ASlf>i- i: 
. KpRHl-T=^Sp e I c a I :^ 7 ^tUM) t-cmit\^xn^ 

ix&2. 5 k b<^DNA»fK-i:*jl'&LT9^r-'>3 >S:^fv^ ^9:^ 5 Kp RH-C 
y s ^mtzo Kicji, mB<DE-2 7 1 ON^SfflI(cMe t - A I a-A 1 a 

-S e r<D4T<ym.mm^iX. ^hKC^mzC y s U ^7"^ KH- 

2 7 5 -C y s**3- K:?iXTV>^o 
[0113] 

J^'U^T'-?^ KH-275-Cys (iJSlTO:^iSlC i t9^StL7t:o ±ffiC9-/^^5 Kp R 
H-C y s-C?l^®^l^$tt7t;*cMHB 101 (Escherichia coli H 
B 1 0 1/p RH-C y s) 1 2 0 m 1 O L B^Sfetfi. 3 7 "C-e 1 llfe^§|U/c:o 
J: f)IaIJRL7^^1l#=^4 Om 1 (5 OmM Tris-HCU 1 mM E 

DTA, 150mM NaCK 1 mM DTT. 1 mM PMSF, pH7. 5) KM 

fgL(50mM Tris-HCI,pH7. 5 ) T-W'ft^ tLfc^N h 7 y U > 

0 ~ 1 M N a c 1 i^mmiiw^mmmm.mwLxmm^^'Dtio mmm^ s d s - 

r^VA^r^ Vy)^mMrmx»mL. H-2 7 5-C y sO^fitrffl^i-^®^?:* 
*TimiSH- 2 7 5-Cy s«iaS:.#^o 
[0 1141 

MI^M 1 ®JflL^:^*fe«rfflv»:itL AK^aa (Lymphokine-act ivated 
killer cells) i^^^iZ^n ^ili:icmm^(Om& 

(1) PBMC<D^miSXrf^^ 

«[«rPBS (-) ■e2#^3KL, Ficol 1-paque (7r;W'>Tttia) ±{ca 
^LT 5 0 0 X g-e2 0^^^'C>^^L7to (PBMC) ^tf'^ 

7 briaJRx tSfe^Lfco ^^3lL/^PBMC{i 9 0% FBS(Bio Whittake 
r^tSi) /10%DMSO (SIGMAttSi) ff^h^^U^WLizmmL. ?S#^^'=ftCT 

«#Lfco LAKm^mizit^zfih^-^vBuct: 3 7V7Km^izxmmmmL. lo^ 

g/m 1 DNase(Calbioch em^M) Sr-^tfRPMI 1 6 4 0^% (B i 
o Wh i t t a k e r^SS) "C^Jfe^^. b U 7';i^-^'fej*tC'r^«^Sr^yi LT 

[0 115] 

(2) VCD smi^isXZfFNy 9 hm^it 

BJS'fbLyio -r'5:^*'2 4 5tillBB&:^^^U'- htTtfil 2. 5 c ,^fl&^#77;^ ^ ( 
FalconttSi) l::^t: h C D 3 ^^f: (-V >-t ^m^ttii) (|?-igjS 5 g /m 1 ) 
-^tf P B S 1 m 1 (2 4;a::/1^- h<^it'&) t^tt2m 1 (12. Scm^^^;^^^ 

m^) •romMLfzc ioH#. FN7 7^>>h?ssas^tcf±M3gMit'fBmo#:7-f 

^^•^^^79^^^ h (FNf r) 1 0 // g/m 1 ( 2 4 ^^-/l^- h (Oi^-g-) t 

ffiiE#2 0 04-3085812 
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^-y : 20/ 



/cliZ 5a* g/ml (12. 5 cm^ i: J: 9 ^'^Un Uco ^tMfc t 

-C. FN f r =^T^*nL=&V^g^*>IS^LfCo ^ i*m 

mi^ii^fth<D^m^Ui>^h^i^' FNf rt^tfPBS^riaSIISfe*^^ Slifii 
BS-C2lHl^ XVI VO 2 Olgidl (Bio wh i t t ak e rttSa) t? 1 lBll5t# 

[0 116] 

l%Huma nABJflLft*^t?XVI V0 2 0 a:J.T 1 %Jfll^f X V I V O 2 0 i:I»&-r) 
1 X 1 0« c e I I s/m I * * i d t^^ife^^H 1 - (1) "CP^Uf^ P BMC «:MtS 
m.^M^l- (2) ■CflSgb:rc^Vi hCD3^#^®5t<k':^^- ^^ HCD 3 

^#i5J;Z/FNf rS^'fkT'^- M;iml/'^'^;v-fot#, 1 0 0 0 U/m I 

ii55:* J:^ L-2 (^S^am^ttSi) ^mMLtzo Cltte><^^^- > «r 5 %C O 2 f 
3 7X:-e:^^L/c (^«OBi) o ^mmt^^2BE. 3 Bgl-«1 0 0 0 U/m 1 O I 
L-2 Sr-g-tf l%lfiLttXV I.VO 2 0 =^ im 1 xJVT ^^tnLf^o :^«P«4 Bl 

tc»±ig:i:i %jflLfiixv i vo 2 o ^m^>x^^Lfz^mm^i^^m^<tLr\^>:^\^^^L^^ 

7^;^3C#U> ^iftJKB 0 OU/m 1 ii'Si^J:^ I L-2 *^JnL7^:o mm^mmV. 
2-3 Bteic;^«l8*& 5 B @ t 1 %m?f!f X V I V O 2 0 ^m^^-Xf^m^f^i^m 

3 0 0 -5 0 OU/m 1 t^Si^ I L - 2 =^i^in L^^io :^#r^$&f^ 1 1 BSt/c{±l 5 

10 1171 
[^11 



^1 

^mtsm (%) 










1 


1 1 0M 


MB (FN £ 




X 2 5 2 


1 


1 1 0 F^l 


CH 2 9 6 




X 6 7 0 


1 


1 1 PPa 


H2 9 6 




X 6 1 5 . 6 


1 


1 5 0M 


Mm (FN f 




X 4 0 3 . 2 




1 5 0 Fp^ 


CH2 9 6 




X 5 8 8 


1 


1 6 0M 


H2 9 6 




X 7 0 8 



7 ^ y □ ^ > 7 7 i5^^ > b ^m^ithtzi^m^mmm L^irs^tcisv^-cii, *fS5s^t- 

^l:Lt^Mi*fflv>;tLAKm^^^t-*5't**£:fc^^^<^ii!i^ (lfe>)^EL$a 

0 5%t/^{± l%Iln.?tXV IVO20i::iXl0^ eel Is/mlii^J^i^t-^ 
M^l- (1) -e^SiiL^cPBMC^M#:s 1 - (2) L^ctnlli h C D 3 

^^5?-^ I § . 1 0 0 0 U/m 1 ^ ^ J: ^ I L - 2 (^^^f ^gf) 

t^t^ ctLP,<^^p-h*5%C0 2 4'3 7t:t?:^«L/^ (^#0BS) o mmmi^^k 

2H@ 3BSl^«±1 0 0 0 U/mlOIL-2?:-&tfO. 5 % * 1 %JliL«X V I V 
0 2 O Srlml/.'i^^>-f<>?fe*nL^o i&^g§*61^ 4 B S (iM 0 . 5 % t ti 1 % Jfll 

mffiEiJ#2 004-3085812 
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^-z; : 21/ 



#:i3il5FN f rSJc'fbV^^^n (/^/iL. @^'fl:lcfflv-;S^t: h C D 3 St^O^^li 0 

t'MO. 5%ty;:{4l%Jfil^XVI V0 2 0«:fflV^-C*«lL^ 
jt#fet«:5gtL, ^mm5 O OU/m 1 J:d I L - 2 L/^o I 2 30 

[0 12 0] 
1^2] 



^2 

(%) 










0. 5 


nm (FNf r^H^e-fk) 






X 1 3 


0. 5 


FNf v^m'^^t 


^CD3 


^5t:CD3 


X 8 8 


0. 5 


CH-2 9 6 


tK CD3+CH-296 


$t CD3+CH-296 


X 4 1 0 


1 


(FN f xi¥mi^ih) 






X4 0 3 


1 




*ri:CD3 




X 1 6 2 4 


1 


CH— 2 9 6 


^ CD3+CH-296 




X 5 8 8 


1 


CH-2 9 6 


ta CD3+CH-296 


^ CD3-K31-296 


X 3 5 6 0 


1 


H-2 9 6 


ta CD3+fr-296 




X 7 0 8 


1 


H-2 9 6 


CD3+H-296 


til CD3+H-296 


X 3 0 0 0 



<b (nm^'^W\t. L A Kjffl)iafl^ii#*a^*5 i r;f*»! m 0 l^c d s tn;#o<*^ «r ® ^ 

*?*,LAKiHHIj&SIS4!a»3^J:'!^'f»!l^"7^ •/n;^^^'^>77j5^p< y b is i t;^^ C D 3 

[0 12 2] , , „ 

^JS^?!)3 1g:Jlil^f^g^fe«•fflv>7tLAKijfflBa«3lm^^i3^t<5 I L-2 V-feT'^'- (IL-2 

R) 

(1) LAK^aac^lf^isiW^ 

llife^2- (1) fc|l|;|^<7):?JS-CLAK«Blia4:MS • J§«U/Co 
[0 12 3] 

(2) LAKmtri3tt'S> I L-2 RUS^OSte 

^m^^3- (1) -C|iMt;t2X 1 0^ c e 1 1 s<^L AKfflliaS: 1 

St?l5fe^t7t„ ®5ciSBJia=& 1%BSA (S I GMAttm) 4r-^trl 0 0 1 OPBS^IC 
Si,^L> F I TC^fife-^'i';^ I gG 1 ^> t< t4F I TCSm-^'^^^t: M L- 2 R (C 
D2 5) (i:<>HDAKOttSil) Sr^Un^, 7X±-C 3 0 ^f^^ M-7^-o ^ 

^i^^^-hf^, ifflB&=SrPBS-ei5fe^t, US l%^-?9 K*-^tf PBSlc 

M«t/::o i<^ifflJia*FACS Vantage (,^^ - -i v V y^±m) ^ffi 
v>yi:7n— 9->f b> hiJ-tc«L, I L- 2 Rli&^R&14«fflBa'&^^*«^l-^^o 
i!S^«:«3 tc^i-o *>*-aa-C{4 IL-2 Rl&mi©14«l)!&^=t^ (%) * I L - 2 R^^ 

tfiSEi^F 2004-3085812 
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: 22/ 



m (%) t^^-tSo 

10 12 4] 



MS 
(%) 








%«Ba^9 PS 


I L- 


- 2 RSSa* 

(%) 


0. 5 


nm (FNf r#| 






*u 


3. 


4 8 


0. 5 


FNf r #a56^k; 




CD3 


^CD3 


4 3. 


2 2 


0. 5 


CH- 2 9 6 




fet CD3+CH-296 


^ CD3+CH-296 


8 1. 


1 1 


0, 5 


H-2 9 6 




fet CD3+H-296 


ta CD3+H-296 


7 1. 


4 9 


1 


(FNf xm 




fetCD3 




8. 


0 2 


1 


FNf r^HJfe^k 




tn:CD3 


^CD3 


4 2. 


8 


1 


CH- 2 9 6 




trC CD3+CH-296 




5. 


9 1 


1 


CH- 2 9 6 




^ CD3+CH-296 


^ CD3-Kai-296 


7 7, 


. 9 4 


1 


H-2 9 6 




^ CD3+H-296 




8. 


, 94 


1 


H-2 9 6 




ftfi CD3+H-296 


iSl CD3+H-296 


7 0. 


. 2 9 



hSr*#$^^ii: t::J:'5. I L - 2 R|&m^«rl« < L^i^^lb L AK*fflaa=Sril^ 
• -5 i i: **nrt|-e * * c: 1 56*19 o o 

[0 12 6] 

4 i5:jflivi:^tt * ffl L A KiNflia*ffl * It s c D 8 mmm^^^ Jt^ 

(1) LAKM<D|f^i3J:lf^^* 

^ife'P9 2- (1) i:ra^(^^j*t?LAKi!fflll&4ril# • Ig^U^o 
10 12 71 

(2) LAKfflJiat::i3tt'2>CD 8^ttm*a-^^Jt^<^tffl^ 

mmm^~ d) -epmL/c2X l O^ c e l l sOLAKM^I- 1%^^*7'^^;^AT;^ 

S-e^^LfCo @^Jia*l%BSA (S I GMAttm) t-^trl 0 0^ 1 OPBS^IC 
M^L, F ITCmrn^'^^ I gG 1 ^> L< tiF I T C^glfe"^'^;^^^ ^ C D 8gt# (t 

m=SrPBS-e?5fei^t> #El%^-^'V'-^Ji^A7;V7't: KSr-^tfPBSlwMiSb/^o OK^aB 
JE«:FACS Vantage (-^^ b > • f ^ > V >'=H:i!t) ^-fflv^/c 7 a — h 
^ h'J-tC«L, CD8fii14iSfflll&<D^>&^*«!l3feL^o tt**^4 tilTfC-To 
[0 12 81 
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1^4] 



^4 



{%) 



9 B P 



CDS 

■^;t^5 {%) 



O. 5 *tfia (FN £ r^Hffi-fk) ^ CD3 CD3 2 6. 9 5 

O. 5 CH-2 9 6 ^CD3+CH-296 ^ CD3+CH-296 4 4. 6 7 

1 *ffiS (FN f r^H«>(li) «tCD3 ^iL- 5 3. 2 6 

1 F N f r ^H^g'lt ^ CD3 ^ CD3 . 3 5.56 

1 CH-2 9 6 ^CD3+CH-296 /<CL. 6 1. 2 9 

1 CH-2 9 6 m CD3-I-CH-296 CD3+CH-296 6 2.5 8 



[0129] 

l±*J»i +»3 7 -f T'n ^ ^ > -7 7 p{ > h =^ ® t /c^^lf *j- «r ^ffi L /cf^ i3 
T i± Jt^pfO L A KiiflS* j3 a C D 8 ?:]i5 < ft^t- ^Z-hifi-t^^tz 

> 7 9 > h «:*#§-<3r« ^1 i: J- i "9 . L AKifflliaf <^ C D 8 llfe*aitO^^^«:lS < 
LJ5:/&*'bLAK^lfe«:gl#-i#^1-*-i:'5*™'^**-^**W^*"^'^^'^» . 

10 13 0] _ 
^Sfii^5 MJflL^t^Ak^fflv-/cLAKffl)i&^#5^t3*3»ti.fe:fc^3l^<^i»I^ 

(1) LAK«afla<^fl^:feJ:t>*^« ^ 
JflLtt^-^t'SrV^XV I V0 2 0 a:J.T 0 %lfiLVtX V I V 0 2 0 fci&t-) 1 X 1 0 " c 

e 1 1 s/m\htj:hiio\,Z.%mm- (D -eMSi Lfc P BMC *'ll^m> ^M^^ 1 - 

(2) T?iiS!iL/cStt>CD3^^®5g^l5-/V— t f;J±tfct b C D 3 m« i t;^F N 
f r@^<b:^V- Kt'lm l/<?i;v-r^*^. *^»JK1 OOOU/ml t ^Sr ^5. i -? 1- I 

fz {^m 0 H i) o ^mmih^2 a a. 3 a s t::i± 1000 u/m 1 <^ i l - 2 «r-^tf 0 

%JliL?tXVI V0 2 0*lml/>^7:c;v-fo^JnLfCo Jg«^SS^4 B g t^tiJtJtO %JftL 
»XV I VO 2 0 «rfflv>T^5EI^L/j^#?S*'fpriH^'(fc:tt:v>^:V^ffLv»7^;^3tc#L 
. «?-itS5 0 0 U/mlh^SJ:9lL-2^^iPL7to ^^^r^^U 2~3B®IC^ 
^M*&5HBi:|S|=micM0%iIiLmXVI V0 2 0 4rfflv>r#fiL^i^E 3 0 0 - 5 0 0 
U/ml fc'Sj^id IL-2=^«L/Co ^#ia*&^l lHa*/>:«il 5 B B t:: b V 

[0 13 1] 
1^5] 



1^5 

isLmi&& (%) 




:7>f ycr^j^^>':7^^7<>' f 




0 


1 1 era 


(FNf xi^m^w^) 


3 6 


0 


1 1 0ra 


CH2 9 6 


10 3. 7 


0 


1 5 era 


i^m. (FNf rH^m^wi) 


7 6. 3 


0 


X 5 era 


CH2 9 6 


13 4.6 


0 


1 5 era 


(FNf r^ia;e^b) 


2 8. 8 


0 


1 5 era 


H 2 9 6 


4 6. 8 



[0132] 
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[01331 

(1) LAKmm<^mmmx}'^^ 

0 %jflL^X V IV020Jc:ixiO^ ce 1 1 s/m 1 i:*-2> i 9 i^MMM 1 - ( 1) 

-emm^hfcp BMC ^mm^. mmmi- (2.) -cmmLtzi^y^vcDstfLi^m^it'yv 

- h> t^tt^li ^ CD3in;^*:*3J:l>*FN f r@5£'fb-/^- Mcl m I /'^^^Vfof § 
, ^ii-gl 0 0 0 U/m 1 t^i-S J:^ H I L- 2 (WaS^^ttm) Sr?^SnL;feo ^ttP> 

o:/!^- h*5%co2 ^'S 7x:x'^mLt: immoBS) o mmmi>^^2 a @> see 

tw{4 1 0 0 OU/m 1 O I L- 2 ^-g-tr 0 %Jfil?»X V I VO 2 0 * 1 m 1 /-^^ a. ;vro^ 
iqtTto :^«IH*&m4 g gJ-t4®J[0%Jftl^XV I VO 2 O ^Mv^T^«it7t^«?g*M 
^iS^e'fkL-Cv^^v^ifLv^^^^^nlc^L. ^WkSt5 0 0 U/m 1 i:^^J;d I L-2=Sr 

^jjnbfc, it«§l$&9 BSiciiiiifefiaii - (2) tTO<^:&^t?fimL^^i; bCDStfc 

^'fbl'fflV^'&Jruli > CD 3tfL#OMfiO. 5// g/m 1 t Lf^) 0 %JflL?*X V I 

V0 2 0 im^^X^m.\^fzmm^i^U *?-M5 0 OU/ml t^^X^ lL-2im 
MLtzo mmmtlbl 2 BeicMMO%lfiL?tXV I V0 2 OSrfflv^T#flL/^:@«?S^ 
'fRr^)@^'fbL,TV^^V^ifLV>-7 7;^3t'^L, MJg5 0 0 U/m 1 fc^^Sio IL-2 

[0 13 4] 
1^6] 



^6 








«Slifl4§9 B@ 




(%) 




mm 






0 


*)-B3 (FN f ^^ll«^b:) 






X 2 9 


0 


F N f r 0mmit 


^ CDS 


*iCD3 


X 3 6 


0 


CH- 2 9 6 


^ CD3+CH-296 


*L 


X 5 6 


0 


CH- 2 9 6 


fei CD3+CH-296 


fei CD3+CH-296 


X 1 9 9 


0 


H- 2 9 6 


CD3+H-296 




X 4 7 


0 


H- 2 9 6 


^ CD3+H-296 


St CD3+H-296 


X 2 0 9 



-k^mmt. L A Kfmmm^^m j: i^:^ m tet c d 3 in;#o ^^m^it\.fz 
^^^i^^mm\.tzmzi^\^^^izi%m^i ^i^^t^hTb-K-m^^^fox^-^tzo -ttth^h 

fl& 5rSI « • :^^-r S ^ * «^ ^ ^ 5^ ^ * ^ 5^'' 

[0 13 6] 

lli&«aj7«fiJllLm*&Sfe*fflv>/iL AKjaSlia^Sl^fCiSttS IL-2 RISSO^S 

(1) LAKMOSI^iSj: W« 

^iSM6- (1) i:lfI«|0^^-eLAKiaBJiaS:^^-:^«L^o 
[0 1 3 7 J 

(2) LAKjfflliat-i5»t* I L-2 Rfia^OilJjfe 

^ife-WS- (2) t I L-2 RlSSgRHim-g-^^SriBG^L/^o 
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^^^^ 7 K^-To 5&^:d**^-eti I L - 2 R|&mR&14«ai&#*^ (%) Sr I L - 2 R^m 
^ (%) fcS^i-*o 
[0 13 8] 



*7 








*^^BI4S9 0 @ 


I L- 




(%) 




mw 




(%) 




0 


MSa (FN f r^@*^k) 


*tCD3 - 




1. 


7 


0 


F N f r ^HS^t: 


*i CDS 


*iCD3 


5 0. 


5 


0 


CH- 2 9 6 


CD3+CH-296 




3. 


0 


0 


CH- 2 9 6 


CD3+ai-296 


^ CD3+Ca-296 


8 2. 


2 


0 


H- 2 9 6 


*i CD3+H-296 




3 . 


2 


0 


H-2 9 6 


^ CD+H-296 


CD3+H-296 


9 1 . 


9 



[0 13 9] 

4><^L AK^)!aOT±t^*5(t^ I L-2 R^m^*i«5<M^1"^-t*^"^^^-o -f'Srt)-^ 
^Hir^S fc J: 19 , I L - 2 R|&^^«rJi < L AKifflllj&SrM^ • S - 

[0 14 01 

imm^ ilIflL»J&flb (AIM V) S:fflv»^LAK«B)ia^Simi-i5ttSi£:fe:^«^<^?W 

(1 ) L A Km<^fl^*5 «t W« 
^M^^as- (1) i:I^^O^ffi-^LAKifflliaS:gl^-:^^L7^>:o fc/ft. dO^'^ffil"^ 
^tti«?t«:-^**v»A IMVJ&ttl (>f >trKn':;j.>ttSil, J0lTO%JflL?ilAIMVfciii& 

10 14 1] 
1^81 



^8 











0%A IMV 


1 2 era 


S*B5 (FNf Tnm%\'c) 


X 2 1 


0%A I MV 


1 2 


CH2 9 6 


X 1 1 0 


0%A I MV 


1 6 0 ftl 


*^Bg (FN f r*HSjk). 


X 4 4 


0%A I MV 


1 6 


CH2 9 6 


X4 9 8 


0%AIMV . 


1 2 


*Jfia (FNf r^H^^t;) 


XO 


0%A I MV 


1 2 9W 


H 2 9 6 


X 3 3 


0%A I MV 


1 5 0H 


*t-S^ (FNf r^Hft^k) 


X 0 


0%A I MV 


1 5 BK 


H2 9 6 


X 2 4 5 



[0 14 21 
[0 14 31 
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(1) LAKmm<Dmm^^-o'mm 

XVI VO2 0 (jfiL?t«:'^* *v^) ICIXIO^ eel I s /m 1 S i 9 t-^ife^^fl 
1- (1) -epSiLTtPBMC^^ilrS^. mnm- (2) i:|Bl;|tc7):^^-eptiL7^>:Ji;n 
bCDS^MJe-fk:/!^- */^{±titii hCD3^#*3J;<y^FNf r H^-fbe 

1^- ht'lm IZ-^j^JV-fot XVIVO20 (jaW^r-g-f *V^) 4ml«rlrax. ( 
1X10* ce 1 1 s/cmM . ^ ib ICll-iSS 5 0 0 U/m 1 i:'5ract^tciL-2 ( 

mwmmmnw ^mmhtzo itte<^7'^- b^5%co2 7x:-e^«Ljt 

0 Bg) o :^M$&^t2 B 3 SS. 4 BatC{i*^iiK5 0 0 U/m 1 t^^S. J: d twi 

L-2«-^tjnL^co mm^mmL. %§ipg*&^7HBJ*ii^2~3 s^ic^^rias o ou/ 

m 1 t^^^i") I L- 2 =£:^iJPL/co ^ OW^^Ti^0^^^f^{±^ < trt>:5::0-oyto 
[0 14 41 

TTira MM (FN f r*@S{i:) 

CH 2 9 6 X 6 4. 3 



(0 14 51 
[0 14 61 

^ifef^ 1 0 miisLmi^mi:m^^tzLAKmmmm^izisif& i l - 2 Ri&mo^^ mm 

(1) LAKifflJiaoilSisit;^^* 

nifeifag- (1) tmm<Difm-r^LAKm!k^m^'i^m\^fzo 

[0 14 71 

(2) L AK»iC;^tt^ I L- 2 RI§^^<^M 

mmms- (2) tlWI^o;;^?*-^, I L-2 R|IKI©tt«Bli&'^Jr^=S:iB9^L^o 
^m*^ 1 0 Iz^-To Tb-T^^m-^it I L - 2 Rfl^Rg'ttaflli&'&^i^ (%) «: I L - 2 RI& 

(%) t^^^^o 

[0 14 81 
[^101 



* 1 0 






I L - 2 R^a^ (%) 




(FN f r ^S^^li) 






CH 2 9 6 


9 8.0 



[0 14 9] 
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10 15 0] 

mmmii mnnm^ik (aim y) ^m^^xmmi^fzLAKms^Mm^i^^^ir&cD 

(1) L AK«Of|^i3J;l>'^^ 

«*fe^8- (1) tmmo:^m-^LAKmfki:mm-mmLtzo 

[0 15 1] 

(2) LAKlBflSlcistt'SCD SUttm^ffl-^^I^Jt^Offlilje 

^i&«^4- (2) tmm<o:fsm-^cT) smnmm<D'i:mm^m^Lfz. 

[0 15 2] 

1^1 1] 



*i 1 







C D 8 {%) 


0%A I MV 


*|-S5 (FN £ r0m&it) 


24. 7 


0%A I MV 


CH2 9 6 


4 5.8 


0%A I MV 


H2 9 6 


6 2. 6 



[0 15 3] 

yn^^'^^y^^^ > h^:m^<tLtzi§m^U^mmLfzmz^\^^X\i. 

Kilfflifeif ici3it« c D 8 lai^jaana-^^s^*^ < mm-t^ ^ti^^x^tzo -t^ 

t^j:^^m^^m^>rLAKmmi:mm-t^^Jzy^-:ru^^-^yy^^^ y 

i^kiizx'o. LAKmm^<ocDsmnmi^o^m^'S:M< l^5&*?)La 
• i^m-t^^tTtmm-^i>^^ti!i'^h-iipt^^fzo 

[0 15 4] 

^x . mizmmmim < . iifflji&^M'ft**iii < ? tt. i l - 2 r 
±#L, CD 8i^MJ!aojt^;6*ifi]±t7tmmsi4'; >'/^•^*^#'btLSo 

[0 15 5] 

[ieyim7';-r*^ b] 

[0156 



i^^cf^L A 



SEQ ID NO:l 
SEQ ID NO: 2 
SEQ ID NO: 3 
SEQ ID N0:4 
SEQ ID NO: 5 
SEQ ID N0:6 
SEQ ID N0:7 



Partial region of f 



Partial region of fibronectin named III-9 



Partial region of f 
Partial region of f 



bronectin named III-8. 



ibronectin named III-IO. 
ibronectin named III-12. 
Partial region of fibronectin named III-13. 
Partial region of fibronectin named III-14. 
Partial region of fibronectin named CS-1. 
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SEQ ID 
SEQ ID 
SEQ ID 
SEQ ID 
SEQ ID 
SEQ ID 
SEQ ID 
SEQ ID 
SEQ ID 
SEQ ID 
SEQ ID 
SEQ ID 
SEQ ID 
SEQ ID 
SEQ ID 
SEQ ID 
SEQ ID 
rus. 



NO: 8 ; 
NO: 9 ; 
NO: 10. 
NO: 11 
NO: 12 
NO: 13 
NO: 14 
NO: 15 
NO: 16 
NO: 17 
NO: 18 
NO: 19 
NO: 20 
NO: 21 
NO: 22 
NO: 23 
NO: 24 



Fibronectin fragment named C-274. 
Fibronectin fragment named H-271. 

Fibronectin fragment named H-296. 

Fibronectin fragment named ffl-271. 

Fibronectin fragment named CH-296. 

Fibronectin fragment named C-CSl. 

Fibronectin fragment named CHV-89. 

Fibronectin fragment named CHV-90. 

Fibronectin fragment named CHV-92. 

Fibronectin frj«ment named CHV-179. 

Fibronectin fragment named (3IV-181. 

Fibronectin fragment named H-275-Cys. 

Primer 12S. 

Primer 14 A. 

Primer Cys-A. 

Primer Cys-S. 

Designed peptide based on matrixprotein derived from influenza vi 
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SEQUENCE LISTING 
<110> TAKARA BIO INC. 

<120> Process for the preparation of lymphocyte having cytotoxic activity 
<130> T-1849 
<160> 24 
<210> 1 

<211> 87 • 
<212> PRT . 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named III-8 

<400> 1 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr 

80 85 

<210> 2 
<211> 90 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named III-9 
<400> 2 

Gly Leu Asp Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala 
15 10 15 

Ash Ser Phe Thr Val His Trp He Ala Pro Arg Ala Thr He Thr 
20 25 30 

Gly Tyr Arg He Arg His His Pro Glu His Phe Ser Gly Arg Pro 
35 40 45 

Arg Glu Asp Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr 
50 55 60 

mUI^2 004-3085812 
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Asn Leu Thr Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Uu 
65 70 . 75 

Asn Gly Arc Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr 
80 85 90 



<210> 3 
<211> 94 
- <212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named III-IO 
<400> 3 

Val Ser Asp Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro 
1 5 10 15 

Thr Ser Leu Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg 

20 25 30 

Tyr Tyr Arg He Thr Tyr Gly Glu Thr Gly Gly Asn Ser ?to Val 

35 40 45 

Gin Glu Phe Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser 

50 55 60 

Gly Leu Lys Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val 

65 70 75 

Thr Gly Arg Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He 

80 85 90 

Asn Tyr Arg Thr 

<210> 4 
<211> 92 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> partial region of fibronectin named III-12 



<400> 4 






Val Thr Pro 


Ala 


He 


Pro Ala Pro Thr 


Asp Leu Lys Phe Thr Gin 


1 




5 


10 . 


15 


Thr 


Ser 


Leu Ser Ala Gin 


Trp Thr Pro Pro Asn Val 


Gin Leu Thr 






20 


25 


30 


Gly 


Tyr 


Arg Val Arg Val 


Thr Pro Lys Glu Lys Thr 


Gly Pro Met 




35 


40 


45 


Lys 


Glu 


He Asn Leu Ala 


Pro Asp. Ser Ser Ser Val 


Val Val Ser 




50 


55 


60 


Gly 


Leu 


Met Val Ala Thr 


Lys Tyr Glu Val Ser Val 


Tyr Ala Leu 




65 


70 


75 


Lys 


Asp 


Thr Leu Thr Ser 


Arg Pro Ala Gin Gly Val 


Val Thr Thr 


80 


85 


90 


Leu 


Glu 
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<210> 5 
<211> 99 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of f ibronectin named I 11-13 



<400> 5 



Asn Val 


Ser Pro Pro 


Arg 


Arg Ala 


Arg Val Thr 


Asp Ala Thr Glu 


1 


5 






10 


15 


Thr Thr 


He Thr He 


Ser 


Trp Arg 


Thr Lys Thr 


Glu Thr" He Thr 




30 






35 


40 


Gly Phe 


Gin Val Asp 


Ala 


Val Pro 


Ala Asn Gly 


Gin Thr Pro He 


45 






50 


55 


Gin Arg 


Thr He Lys 


Pro 


Asp Val 


Arg Ser Tyr 


Thr He Thr Gly 


60 






65 


70 


Leu Gin 


Pro Gly Thr 


Asp 


Tyr Lys 


He Tyr Leu 


Tyr Thr Leu Asn 




75 






80 


85 


Asp Asn 


Ala Arg Ser 


Ser 


Pro Val 


Val He Asp 


Ala Ser Thr 


90 






95 





<210> 6 
<211> 90 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> partial region of fibronectin named III-14 



<400> 6 












Ala 


He 


Asp 


Ala Pro 


Ser 


Asn Leu Arg Phe Leu Ala Thr 


Thr Pro 


1 




5 




10 


15 


Asn 


Ser 


Leu 


Leu Val 


Ser 


Trp Gin Pro Pro Arg Ala Arg 


He Thr 








20 




25 


30 


Gly 


Tyr 


He 


He Lys 


Tyr 


Glu Lys Pro Gly Ser Pro Pro 


Arg Glu 




35 




40 


45 


Val 


Val 


Pro 


Arg Pro 


Arg 


Pro Gly Val Thr Glu Ala Thr 


He Thr 








50 




55 


60 


Gly 


Leu 


Glu 


Pro Gly 


Thr 


Glu Tyr Thr He Tyr Val He 


Ala Leu 






65 




70 


75 


Lys 


Asn 


Asn 


Gin Lys 


Ser 


Glu Pro Leu He Gly Arg Lys 


Lys Thr 






80 




85 


90 



<210> 7 
<211> 25 
<212> PRT 

<213> Ar t i f i c i al ■ Sequence 

tolEfNF 2004-3085812 
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<220> 

<223> partial region of f ibronectin named CS-1 
<400> 7 

Asp Glu Leu Pro Gin Leu Val Thr Leu Pro His Pro Asn Uu His 
15 10 15 

Gly Pro Glu He Leu Asp Val Pro Ser Thr 
20 25 



<210> 8 
<211> 274 
<212> PRT 
<213> Human 

<220> 

<223> f ibronectin fragment named C-274 

<400> 8 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Uu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

aiiE4# 2004-3085812 
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Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 
230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 
245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 
260 265 270 

Thr Glu He Asp. 



<210> 9 
<211> 271 
<212> PRT 
<213> Human 

<220> 

<223> f ibronectiii fragment named H-271 
<400> 9 

Ala He Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
15 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 

20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 

35 40 45 

Lys Glu He Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 

50 55 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 

65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 

80 85 90 

Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala 

95 100 105 

Thr Glu Thr Thr He Thr He Ser Trp Arg Thr Lys Thr Glu Thr 

110 115 120 

He Thr Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr 

125 130 135 

Pro He Gin Arg Thr He Lys Pro Asp Val Arg Ser Tyr Thr He 

140 145 150 

Thr Gly Uu Gin Pro Gly Thr Asp Tyr Lys He Tyr Leu Tyr Thr 

155 160 165 

Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val He Asp Ala Ser 

170 175 180 

Thr Ala He Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr 

185 190 195 

Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg He 

200 205 210 

Thr Gly Tyr He He Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg 

215 220 225 

Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr He 

230 235 240 
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Thr Gly Leu Glu Pro Gly Thr Glu Tyr Hir He Tyr Val He Ala 
245 250 255 

Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu He Gly Arg Lys Lys 
260 265 270 

Thr 



<210> 10 
<211> 296 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> fibronectin fragment named H-296 



<400> 10 
















Ala 


Tip 


Pro 


Ala 
iiia 


Pro Thr 

1 1 U 1 111 


AQn 




T VQ 


Phe Thr Gin 


Val Thr Pro 


1 








D 








10 


15 


Thr 




T ^11 

UCUL. 


oer 


Aid. VJiil 


Tm 
irp 


Thr 


Pro 


Prn A<5n 1 

X l.\J AOii 1 CLX 


Gin Leu Thr 

\JXXX i^/v^Ul XIXX 




















30 


vji y 


Tvr 
lyx 




Vol 

val 


Axg VaJl 


Thr 


Prn 


i^y o 


01 11 Tv«? Thr 


Glv Pro Met 

\j X y X xyj ax\i l 


















40 


45 


T TTO 

JL»yo 


\JJIU 


Tip 




T oil A 1 ci 
IvCU. Aid. 


Pro 


Abp 


Spr 

OCX 


Spr Spr Val 

\J\^X. vjcx veil. 


Val Val Ser 

J OLX T Ci X \J\^ X 


















60 


uiy 


T oil 


flfict 


Vol 

vai 


A 1 o Thf 

Ala inr 


T 

i^yts 


Twr 

lyr 


\JlU 


Val Spr Val 

YaX OCX VAX 


Tvr Ala Lpu 

xjX XXI A XJ^IX 










OD 








70 
# u 




Lys 


Asp 


Thr 


Lpii 


Thr Ser 


Ari? 


Pro 


Ala 


Gin Gly Val 


Val Thr Thr 










80 








85 


90 


Leu 


Glu 


Asn 


Val 


Ser Pro 


Pro 


Arg 


Arg 


Ala Arg Val 


Thr Asp Ala 










95 








100 


105 


Thr 


Glu 


Thr 


Thr 


He Thr 


He 


Ser 


Trp 


Arg Thr Lys 


Thr Glu Thr 










110 








US 


120 


He 


Thr 


Gly 


Phe 


Gin Val 


Asp 


Ala 


Val 


Pro Ala Asn 


Gly Gin Thr 










125 








130 


135 


Pro 


He 


Gin 


Arg 


Thr He 


Lys 


Pro 


Asp 


Val Arg Ser 


Tyr Thr He 










140 








145 


150 


Thr 


Gly 


Leu 


Gin 


Pro Gly 


Thr 


Asp 


Tyr 


Lys He Tyr 


Leu Tyr Thr 










155 








160 


165 


Leu 


Asn 


Asp 


Asn 


Ala Arg 


Ser 


Ser 


Pro 


Val Val He 


Asp Ala Ser 










170 








175 


180 


Thr 


Ala 


He 


Asp 


Ala Pro 


Ser 


Asn 


Leu 


Arg Phe Leu 


Ala Thr Thr 










185 








190 


195 


Pro 


Asn 


Ser 


Leu 


Leu Val 


Ser 


Trp 


Gin 


Pro Pro Arg 


Ala Arg He 










200 








205 


210 


Thr 


Gly 


Tyr 


He 


He Lys 


Tyr 


Glu 


Lys 


Pro Gly Ser 


Pro Pro Arg 










215 








220 


225 


Glu 


Val 


Val 


Pro 


Arg Pro 


Arg 


Pro 


Gly 


Val Thr Glu 


Ala Thr He 










230 








235 


240 


Thr 


Gly 


Leu 


Glu 


Pro Gly 


Thr 


Glu 


Tyr 


Thr He Tyr 


Val He Ala 



245 250 255 

ffliE#2 004-3085812 



#Jil 2003-298208 



^--j: 7/ 



Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu He Gly Arg Lys Lys 
260 265 270 

Thr Asp Glu Leu Pro Gin Leu Val TTir Leu Pro His Pro Asn Leu 
275 280 285 

His Gly Pro Glu He Leu Asp Val Pro Ser Thr 
290 295 



<210> 11 
<211> 549 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CH-271 
<400> 11 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Uu Asp 
80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Uu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 ' 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 
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Gly Asp 
Thr Glu 
Leu Lys 
Thr Pro 
Pro Lys 
Asp Ser 
Tyr Glu 
Pro Ala 
Arg Arg 
Ser Tip 
Ala Val 
Pro Asp 
Asp Tyr 
Ser Pro 
Asn h&i 
Trp Gin 
Glu Lys 
Pro Gly 
Glu Tyr 
Glu Pro 



Ser Pro 
He Asp 
Phe Thr 
Pro Asn 
Glu Lys 
Ser Ser 
Val Ser 
Gin Gly 
Ala Arg 
Arg Thr 
Pro Ala 
Val Arg 
Lys He 
Val Val 
Arg Phe 
Pro Pro 
Pro Gly 
Val Thr 
Thr He 
Leu He 



245 

Ala Ser 
260 

Lys Pro 

275 

Gin Val 
290 

Val Gin 

305 

Thr Gly 
320 

Val Val 

335 

Val Tyr 
350 

Val Val 
365 

Val Thr 

380 

Lys Thr 
395 

Asn Gly 
410 

Ser Tyr 
425 

Tyr Leu 
440 

He Asp 
455 

Leu Ala 
470 

Arg Ala 

485 

Ser Pro 
500 

Glu Ala 

515 

Tyr Val 
530 

Gly Arg 
545 



Ser Lys 
Ser Met 
Thr Pro 
Leu Thr 
Pro Met 
Val Ser 
Ala Leu 
Thr Thr 
Asp Ala 
Glu Thr 
Gin Thr 
Thr He 
Tyr Thr 
Ala Ser 
Thr Thr 
Arg He 
Pro Arg 
Thr He 
He Ala 
Lys Lys 



250 
Pro He 

265 
Ala He 

280 
Thr Ser 

295 
Gly Tyr 

310 
Lys Glu 

325 
Gly Leu 

340 
Lys Asp 

355 
Leu Glu 

370 
Thr Glu 

385 
He Thr 

400 
Pro He 

415 
Thr Gly 

430 
Leu Asn 

445 
Thr Ala 

460 
Pro Asn 

475 
Thr Gly 

490 
Glu Val 

505 
Thr Gly 

520 
Leu Lys 

535 

Thr 



Ser He 
Pro Ala 
Leu Ser 
Arg Val 
He Asn 
Met Val 
Thr Leu 
Asn Val 
Thr Thr 
Gly Phe 
Gin Arg 
Leu Gin 
Asp Asn 
He Asp 
Ser- Leu 
Tyr He 
Val Pro 
Leu Glu 
Asn Asn 



. 255 
Asn Tyr Arg 
270 

Pro Thr Asp 

285 

Ala Gin Trp 
300 

Arg Val Thr 
315 

Leu Ala Pro 
330 

Ala Thr Lys 
345 

Thr Ser Arg 

360 

Ser Pro Pro 
375" 

He Thr He 
390 

Gin Val Asp 
405 

Thr He Lys 
420 

Pro Gly Thr 
435 

Ala Arg Ser 

450 

Ala Pro Ser 

465 

Leu Val Ser 
480 

He Lys Tyr 
495 

Arg Pro Arg 
510 

Pro Gly Thr 
525 

Gin Lys Ser 
540 



<210> 12 
<211> 574 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> f ibronectin fragment named CH-296 



tBiE#2 004-3085812 
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<400> 12 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 
20 25 30- 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Glh Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Met Ala He Pro Ala Pro Thr Asp 

275 280 285 

Uu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

350 355 360 

tbSEilf 2 004-3085812 
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Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 

365 370 375 

Are Are Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He 

380 385 390 

Ser Trp Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp 

395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro He Gin Arg TTir He Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr 

425 430 435 

Asp Tyr Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 

Ser Pro Val Val He Asp Ala Ser Thr Ala He Asp Ala Pro Ser 

455 460 465 

Asn Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser 

470 475 480 

Trp Gin Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr 

485 490 495 

Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg 

500 505 510 

Pro Gly Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr 

515 520 525 

Glu Tyr Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser 

530 535 540 

Glu Pro Leu He Gly Arg Lys Lys Thr Asp Glu Leu Pro Gin Leu 

545 550 555 

Val Thr Leu Pro His Pro Asn Leu His Gly Pro Glu He Leu Asp 

560 565 570 

Val Pro Ser Thr 



<210> 13 
<211> 302 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> f ibronectin fragment named C-CSl 
<400> 13 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

tBBE#2 004-3085812 



#M2 0 0 3 - 2 9 8 2 0 8 ^--J : 11/ 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

no 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Asp Glu Leu Pro Gin Leu Val Thr 

275 280 285 

Leu Pro His Pro Asn Leu His Gly Pro Glu He Leu Asp Val Pro 

290 295 300 

Ser Thr 



<210> 14 
<211> 367 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named aiV-89 
<400> 14 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leii 
50 55 60 
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Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr 

65 70 
His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly 

80 85 
Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn 

95 100 
Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly 

110 115 
He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg 

125 130 
Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn 

140 145 
Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn 

165 160 
Glu Glu Ser Pro Uu Leu He Gly Gin Gin Ser Thr Val 

170 175 
Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr 

185 190 
Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr 

200 205 
He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin 

215 220 
Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly 

230 235 
Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr 

245 250 
Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn 

260 265 
Thr Glu He Asp Lys Pro Ser Met Asn Val Ser Pro Pro 

275 280 
Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He 

290 295 
Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp 

305 310 
Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys 

320 325 
Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr 

335 340 
Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

350 355 
Val Val He Asp Ala Ser Thr 

365 



Glu Gin 
75 

Leu Asp 
90 

Ser Phe 
105 
Tyr Arg 
120 
Glu Asp 
135 
Leu Thr 
150 
Gly Arg 
165 
Ser Asp 
180 
Ser Leu 
195 
Tyr Arg 
210 
Glu Phe 
225 
Leu Lys 
240 
Gly Arg 
255 
Tyr Arg 
270 
Arg Arg 
285 
Ser Trp 
300 
Ala Val 
315 
Pro Asp 
330 
Asp Tyr 
345 
Ser Pro 
360 



<210> 15 
<211> 368 
<212> PRT 

<213> Artificial Sequence 



<220> 
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*:223> fibronectin fragment named CHV-90 

<400> 15 ^ , 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Are Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala GIu Leu 
35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser. Val Tyr Glu Gin 
65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 
110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 
155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 
215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 
230 235 240 

Pro Giy Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 
245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 
260 265 , 270 

Thr Glu He Asp Lys Pro Ser Met Ala He Asp Ala Pro Ser Asn 
275 280 285 

Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp 
290 295 300 

Gin Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr Glu 
305 310 315 

Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro 
320 325 330 

Gly Val Thr Glu Ala Thr He Tlir Gly Leu Glu Pro Gly Thr Glu 
335 340 345 

Tyr Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser Glu 
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350 355 360 

Pro Leu He Gly Arg Lys Lys Thr 
365 



<210> 16 
<211> 370 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> f ibronectin fragment named CHV-92 

<400> 16 \ „ . » 

Pro Thr Asp Leu Arg Phe Tlir Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 
110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 . 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 
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Thr Glu 
Leu Lys 
Thr Pro 
Pro Lys 
Asp Ser 
Tyr Glu 
Pro Ala 



He Asp 
Phe Thr 
Pro Asn 
Glu Lys 
Ser Ser 
Val Ser 
Gin Gly 



Lys Pro 
275 

Gin Val 
290 

Val Gin 
305 

Thr Gly 
320 

Val Val 
335 

Val Tyr 
350 

Val Val 
365 



Ser Met Ala 
Thr Pro Thr 
Leu Thr Gly 
Pro Met Lys 
Val Ser Gly 
Ala Leu Lys 
Thr Thr Leu 



He Pro 

280 

Ser Leu 
295 

Tyr Arg 
310 

Glu He 
325 

Leu Met 
340 

Asp Thr 

355 
Glu 

370 • 



Ala Pro Thr Asp 

285 

Ser Ala Gin Trp 
300 

Val Arg Val Thr 
315 

Asn Leu Ala Pro 
330 

Val Ala Thr Lys 
345 

Leu Thr Ser Arg 
360 



<210> 17 
<211> 457 
<212> PRT 

<213> Artif icial Sequence 
<220> 

<223> fibronectin fragment named CHV-179 

<400> 17 . ^ „ . A 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 

1 5 10 15 . 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Are Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 
110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 , 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 
155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
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185 190 
Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg 

200 205 
He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val 

215 220 
Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser 

230 235 
Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val 

245 250 
Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He 

260 265 
Thr Glu He Asp Lys Pro Ser Met Asn Val Ser Pro 

.275 280 
Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr 

290 295 
Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val 

305 310 
Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He 

320 325 
Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly 

335 340 
Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg 

350 355 
Val Val He Asp Ala Ser Thr Ala He Asp Ala Pro 

365 370 
Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val 

380 385 
Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys 

395^ 400 
Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro 

410 415 
Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly 

425 430 
Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys 

440 445 
Leu He Gly Arg Lys Lys Thr 
455 



195 

Tyr Tyr Arg 
210 

Gin Glu Phe 

225 

Gly Leu Lys 
240 

Thr Gly Arg 
255 

Asn Tyr Arg 
270 

Pro Arg Arg 
285 

He Ser Trp 

300 

Asp Ala Val 
315 

Lys Pro Asp 
330 

Thr Asp Tyr 
345 

Ser Ser Pro 
360 

Ser Asn Leu 
375 

Ser Trp Gin 
390 

Tyr Glu Lys 

405 

Arg Pro Gly 
420 

Thr Glu Tyr 

435 

Ser Glu Pro 
450 



<210> 18 
<211> 459 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> f ibronectin fragment named C31V-181 
<400> 18 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
15 10 15 
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Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30. 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 . . 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 .105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 ' 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 
. 215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Met Ala He Pro Ala Pro Thr Asp 

275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 

365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He 

380 385 390 
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Ser Trp Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp 

395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr 

425 430 435 

Asp Tyr Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 

Ser Pro Val Val He Asp Ala Ser Thr 

455 



<210> 19 - 
<211> 276 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> f ibronectin fragment named H-275-Cys 

<400> 19 ™ n,. 

Met Ala Ala Ser Ala He Pro Ala Pro Thr Asp Leu Lys Phe Thr 
1 5 10 15 

Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn 

20 25 30 

Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys 

35 40 ■ 45 . 

Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro Asp Ser Ser Ser 

50 55 60 

Val Val Val Ser Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser 

65 70 75 

Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly 

80 85 90 

Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg 

95 100 105 

Val Thr Asp Ala Thr Glu Thr Thr He Thr He Ser Trp Arg Thr 

110 115 120 

Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp Ala Val Pro Ala 

125 130 135 

Asn Gly Gin Thr Pro He Gin Arg Thr He Lys Pro Asp Val Arg 

140 145 150 

Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys He 

155 160 165 

Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val 

170 175 180 

He Asp Ala Ser Thr Ala He Asp Ala Pro Ser Asn Leu Arg Phe 

185 190 195 

Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro 

200 205 210 

Arg Ala Arg He Thr Gly Tyr He He Lys Tyr Glu Lys Pro Gly 
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215 220 225 

Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr 

230 235 240 

Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr He 

245 250 255 

Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu He 

260 265 270 

Gly Arg Lys Lys Thr Cys 

275 



<210> 20 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer 12S 
<400> 20 

aaaccatggc agctagcgct attcctgcac caactgac 



<210> 21 
<211> 36 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer 14A 
<400> 21 

aaa^atccc taactagtct ttttccttcc aatcag 



<210> 22 
<211> 40 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer Cys-A 
<400> 22 

aaaagcggcc gctagcgcaa gccatggtct gtttcctgtg 40 



<210> 23 
<2H> 41 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> primer Cys-S 
<400> 23 

aaaagcggcc gcactagtgc atagggatcc ggctgagcaa c 



<210> 24 
<211> 9 
<212> PRT 

<213> Artificial Sequence 



<223> Designed peptide based on matrixprotein derived from influenza virus 
<400> 24 

Gly He Leu Gly Phe Val Phe Thr Leu 
15 
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